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A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) OR THIRTY (30) DAYS, 
WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1 .704(b). 

Status 

1 )KI Responsive to communication(s) filed on 08 December 2008 . 
2a )^ This action is FINAL. 2b)D This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) |EI Claim(s) 1-29,31-35,41.42 and 44-50 is/are pending in the application. 

4a) Of the above claim(s) 23, 26, 29, 31, 33, 35,41, 42 and 44 is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) EI Claim(s) 1-22. 24. 25. 27. 28.30. 32. 34.36-40 and 43 is/are rejected. 

7) 0 Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10) D The drawing(s) filed on is/are: a)Q accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 

1 1) D The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 

Priority under 35 U.S.C. § 119 

12) D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f). 
a)D All b)D Some * c)D None of: 

1 .□ Certified copies of the priority documents have been received. 

20 Certified copies of the priority documents have been received in Application No. . 

3.Q Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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DETAILED ACTION 

This application claims the benefit of the filing date of provisional applications 60/408,571 and 
60/469189. 

Claims 30, 36-40 and 43 have been canceled. 

Claims 1-29, 31-35, 41, 42, and 44-50 are currently pending. 

Continued Examination Under 37 CFR 1.114 
A request for continued examination under 37 CFR 1.114, including the fee set forth in 37 CFR 
1.17(e), was filed in this application after final rejection. Since this application is eligible for continued 
examination under 37 CFR 1.114, and the fee set forth in 37 CFR 1 . 1 7(e) has been timely paid, the 
finality of the previous Office action has been withdrawn pursuant to 37 CFR 1.114. Applicant's 
submission filed on December 8, 2008 has been entered. 

1 . It is noted that claim 14 has been instantly amended in a manner that corrects the format of the 
amendment to the claim filed January 1 1, 2008. This amendment is a typographical correction and does 
not affect the substance of the claim or any ground of rejection applied thereto. 

Election/Restrictions 

2. Applicant's election without traverse of Group I, originally claims 1-22, 24, 25, 27, 28, 30, 32, 
34, 36-40 and 43, in the reply filed on November 13, 2006 is acknowledged. 

Claims 23, 26, 29, 31, 33, 35, 41, 42 and 44 stand withdrawn from further consideration pursuant 
to 37 CFR 1. 142(b) as being drawn to a nonelected invention, there being no allowable generic or linking 
claim. Election was made without traverse in the reply filed on November 13, 2006. 

Double Patenting 

3. The nonstatutory double patenting rejection is based on a judicially created doctrine grounded in 
public policy (a policy reflected in the statute) so as to prevent the unjustified or improper timewise 
extension of the "right to exclude" granted by a patent and to prevent possible harassment by multiple 
assignees. A nonstatutory obviousness-type double patenting rejection is appropriate where the 
conflicting claims are not identical, but at least one examined application claim is not patentably distinct 
from the reference claim(s) because the examined application claim is either anticipated by, or would 
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have been obvious over, the reference claim(s). See, e.g., In re Berg, 140 F.3d 1428, 46 USPQ2d 1226 
(Fed. Cir. 1998); In re Goodman, 1 1 F.3d 1046, 29 USPQ2d 2010 (Fed. Cir. 1993); In re Longi, 759 F.2d 
887, 225 USPQ 645 (Fed. Cir. 1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In 
re Vogel, All F.2d 438, 164 USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528, 163 USPQ 
644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1 .32 1 (c) or 1 .32 1 (d) may be used 
to overcome an actual or provisional rejection based on a nonstatutory double patenting ground provided 
the conflicting application or patent either is shown to be commonly owned with this application, or 
claims an invention made as a result of activities undertaken within the scope of a joint research 
agreement. 

Effective January 1, 1994, a registered attorney or agent of record may sign a terminal disclaimer. 
A terminal disclaimer signed by the assignee must fully comply with 37 CFR 3.73(b). 

4. Claims 1-22, 24, 25, 27, 28, 32, 34, and 45-50 stand provisionally rejected on the ground of 
nonstatutory obviousness-type double patenting as being unpatentable over claims 1-14 of copending 
Application No. 1 1/127,438. Although the conflicting claims are not identical, they are not patentably 
distinct from each other because the claims of the '438 application are similarly drawn to the treatment of 
inflammatory conditions, including asthma, using anti-complement antibodies, including antibodies to the 
C5 complement component. 

This is a provisional obviousness-type double patenting rejection because the conflicting claims 
have not in fact been patented. Applicant's intent to address this ground of rejection upon the 
identification of allowable subject material is noted. 

Claim Rejections - 35 USC §103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all obviousness rejections set 

forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

5. Claims 1-10, 18, 22, 24, 25, 27, 28, 32, and 34 stand rejected under 35 U.S.C. 103(a) as being 
unpatentable over Drouin (J. Immunol. [2001] 166:2025-2032; CP on form PTO-1449 filed 9/25/2006). 

It was previously stated: "Drouin teaches that C5a receptors are increased on bronchial epithelial 
and smooth muscle cells in sepsis and in asthma (Abstract in particular). Drouin teaches that septic 
primates and rats that are treated with anti-C5a antibodies have reduced pulmonary edema and lung injury 
(page 203 1, first column in particular). 

It would have been prima facie obvious to a person having ordinary skill in the art at the time the 
invention was made to treat subjects with asthma using an antibody that inhibits C5 or C5a based upon 
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the teachings of Drouin. One would have been motivated to do so with a reasonable expectation of 
success by the teachings of Drouin that treatment of similar inflammatory events in sepsis with anti-C5a 
antibodies reduced edema and damage in the lungs. 

Applicant's arguments filed June 15, 2007 have been fully considered but they are not persuasive. 
Applicant asserts that the results of Drouin are not relevant to the claimed invention because Drouin 
allegedly teaches an increase of C3aR and C5aR in sepsis and an increase of C3aR in asthma, but 
"teaches away" from an increase of C5aR in asthma. Applicant's argument is without merit. Drouin 
clearly teaches in the Abstract that C5aR has a role in inflammation in asthma. Furthermore, Drouin 
clearly states at page 2029, column 2: 

"This study documents for the first time the expression of C3aR by 
lung cells and confirms previous reports.that cells endogenous to 
mouse and human lungs express C5aR. Moreover, we have estab- 
lished that both receptors are up-regulated in two distinct models 
of lung inflammation: endotoxemia and OVA-induced asthma." 

Accordingly, far from "teaching away" from Applicant's claimed invention, Drouin clearly 
teaches that the same increase seen in sepsis is also seen in the model of asthma. Accordingly, the 
teachings of Drouin fairly suggest to the artisan that a treatment protocol that is effective in reducing 
inflammation in sepsis would be reasonably expected to be successful for the amelioration of 
inflammation in asthma as well. 

Applicant's arguments filed January 1 1, 2008 have been fully considered but they are not 
persuasive. Applicant continues to argue that Drouin does not teach that C5aR is increased in the OVA- 
induced model of asthma, but rather teaches only of an increase in C5aR in the LPS-induced model of 
sepsis. Applicant asserts that the Examiner is relying only upon a single statement from the teachings of 
Drouin and is not taking the totality of the teaching into consideration, intimating that the Examiner is 
taking that statement of the Drouin reference out of context. 

This is not the case. In fact, "taking the totality of the Drouin reference into consideration" 
bolsters the Examiner's position. Applicant relies upon the singular fact which, as Applicant correctly 
states, is repeated several times throughout the reference that C5aR is not increased on bronchial or 
alveolar epithelial cells in response to OVA challenge. However, the claimed invention is not limited to 
preventing an increase of C5aR on epithelial cells in asthma; rather the invention is drawn to treating 
asthma or pulmonary disease by methods disclosed in the specification for reducing inflammation by 
administering anti-C5a antibody. Drouin's teaching of up-regulation of C5aR up-regulation in lung 
inflammation in OVA-induced asthma is not limited to the expression of C5aR by bronchial or alveolar 
epithelial cells. Drouin teaches that the up-regulation of C5aR in lung is due to the "massive influx of 
granulocytes and macrophages" (page 2029, second column in particular). There is no exclusion of 
treating inflammation of pulmonary tissues due to the influx of classic inflammatory cells. Drouin also 
teaches that lavage fluids from human asthma patients contain both C3a and C5a anaphylatoxins and that 
in animal models instillation of C3a and C5a into the lungs induces respiratory distress, including 
recruitment of leukocytes (page 203 1, first column in particular), it should also be noted that claims 4-10, 
18, and 27 are not limited to the treatment of asthma. Drouin's teachings regarding inflammation in sepsis 
are equally applicable to these claims." 

Applicant's arguments filed December 8, 2008 have been fully considered but they are not 
persuasive. 

Applicant asserts that an artisan reading Drouin's teaching "would not have believed that 
inhibition of C5 or C5a would treat or prevent a C3a-mediated disease like asthma" (page 1 1 of response 
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filed 12/08/2008). Applicant bases this assertion on the disclosure by Drouin that "C3aR may play a 
more significant role in lung inflammation in the asthma model" (Drouin p. 203 1, col. 1, para. 2 as cited 
in Applicant's response). Applicant asserts that the artisan would have believed that inhibition of C3a or 
C3aR would be beneficial to treat asthma, and submits the teaching of Humbles et al (Nature [2000] 
406:998-1001; NOT cited on IDS) showing that C3aR deficient mice were protected against airway 
hyperresponsiveness in a mouse model of asthma. However, the ability to treat asthma by inhibiting C3a 
activity is neither being questioned nor at issue in the present application. 

The presently claimed invention is not drawn to "preventing asthma" per se by inhibiting C5a 
activity. The claims are drawn to treatment of asthma "comprising" administering an anti-C5 antibody. 
The term "comprising" is an open term which does not preclude using one type of treatment in 
conjunction with the other. Simultaneous treatment of a subject with more than one therapeutic agent is 
not uncommon in the art. Drouin unequivocally states, "we have established that both receptors 
[meaning C3aR and C5aR] are up-regulated in two distinct models of lung inflammation: endotoxemia 
and OVA-induced asthma" (page 2029, end of column 2 in particular; emphases and [text] added for 
clarity). Again, the claimed invention is not limited to preventing an increase of C5aR on epithelial cells 
in asthma; rather the invention is drawn to treating asthma or pulmonary disease by methods disclosed in 
the specification for reducing inflammation by administering anti-C5a antibody. Drouin's teaching of up- 
regulation of C5aR up-rcgulation in lung inflammation in OVA-induced asthma is not limited to the 
expression of C5aR by bronchial or alveolar epithelial cells. Drouin teaches that the up-regulation of 
C5aR in lung is due to the "massive influx of granulocytes and macrophages" (page 2029, second column 
in particular). There is no exclusion of treating inflammation of pulmonary tissues due to the influx of 
classic inflammatory cells. 

Based upon the teachings of Drouin, the artisan would have seen the benefit of treating a subject 
with anti-C5 antibodies to inhibit the influx of these classic inflammatory cells. Co-treatment with anti- 
C3- specific antibodies, C3a- specific antibodies or C3aR-specific antibodies to counter the effect of the 
increased C3aR expression on bronchial and alveolar epithelial cells in asthma is not precluded nor 
excluded by anti-C5 treatment. 

Applicant further cites teachings by Karp et al. (Nature Immunol. [2000] 1(3):22 1-226; NOT 
cited on IDS), Drouin et al. (Am. J. Respir Crit Care Med [2006] 173:852-857; NOT cited on IDS) and 
Sinha et al (Molec Immunol [2008] 45:4109-41 10; NOT cited on IDS), each of which shows that C5 and 
C5aR deficient animals are more susceptible to increased airway hyperresponsiveness (AHR). Applicant 
concludes that these teachings each teaches away from the claimed invention for this reason. 
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Applicant points out that Karp discloses that blockade of the C5aR with anti-C5aR antibodies 
inhibits IL-12 production (Abstract and Figure 3 in particular) and that IL-12 deficiency has an 
exacerbating effect in AHR and asthma. However, the claimed invention is not drawn to treatment of 
asthma with anti-C5aR antibodies. The claimed invention is drawn to treatment of asthma with anti-C5 
antibodies. Karp also discloses that C5a also leads to down modulation of IL-12 (page 224, paragraph 1 
for example). Accordingly, while apparently mechanistically different, the binding of both anti-C5aR and 
C5a to the C5aR results in a down regulation of IL-12 production. Therefore, the disclosure of Karp does 
not appear to teach away from the use of anti-C5 antibodies. 

The Drouin (2006) and Sinha reports both show that C5-deficient mice are more susceptible to 
AHR. Drouin (2006) further discloses that mice treated with anti-C5 antibody before sensitization AND 
during challenge with antigen are more susceptible to AHR. Applicant concludes that these teachings 
therefore also teach away from the claimed invention. However both of these teachings address the 
susceptibility of animals who arc cither congcnically deficient in C5 or who have C5 ablation prior to, or 
prior to and during, initial sensitization/challenge with an antigen. Drouin (2006) further discloses that in 
studies where animals are treated with an anti-C5aR antibody only during the challenge phase, there was 
decreased infiltration by classic inflammatory cells (page 2006, column 1 for example) and Drouin (2006) 
goes on to explain that there is a difference between treating before sensitization along with during 
challenge versus treating only during challenge (page 2006, column 2 for example). It is noted that the 
instantly claimed invention is drawn to the treatment of ongoing asthma. Accordingly, the subjects have 
already been sensitized. Therefore, Drouin (2006) docs not teach away from the claimed invention, rather 
the artisan would see it as reinforcement for inhibiting the recruitment of classic inflammatory cells that 
were seen to be increased in the Drouin reference of record in this ground of rejection. 

6. Claims 11-13, 15, 16 stand rejected under 35 U.S.C. 103(a) as being unpatentable over Drouin (J. 

Immunol. [2001] 166:2025-2032; CP on form PTO-1449 filed 9/25/2006) as applied to claims 1-9 above, 

and further in view of Fitch et al. (Circulation (1999) 100:2499-2506; U on form PTO-892). 

It was previously stated: "Drouin has been discussed supra. 

Drouin does not teach the treatment of human subjects or the h5Gl . 1 antibody. 

Fitch has been discussed supra. 

It would have been prima facie obvious to a person having ordinary skill in the art at the time the 
invention was made to use the h5Gl . 1 antibody to treat airway inflammation in a human subject, such as 
one with asthma. One would have been motivated to combine the teachings for the treatment of human 
asthma patients with a reasonable expectation of success by the teachings of Drouin that anti-C5a 
antibodies reduce lung injury and edema in sepsis that are similar to the injuries seen in asthma and the 



Application/Control Number: 10/655,861 
Art Unit: 1644 



Page 7 



teachings of Fitch that h5G 1 . 1 antibody is effective for the treatment of inflammation-related injuries in 
human patients." 

Applicant has merely stated that Fitch does not correct the deficiencies in Drouin and Applicant 
has not provided further argument regarding Fitch. Accordingly, this ground of rejection stands as 
previously stated in light of the further explanation provided in section 6 supra. 

7. Claims 17 and 45-48 stand rejected under 35 U.S.C. 103(a) as being unpatentable over Drouin (J. 

Immunol. [2001] 166:2025-2032; CP on form PTO-1449 filed 9/25/2006) as applied to claims 1-9 above, 

and further in view of U.S. Patent 4,228,795 to Babington (A on form PTO-892). 

It was previously stated: "Drouin has been discussed supra. 
Drouin does not teach a disperser for dispersing an aerosol. 

The '795 patent teaches a nebulizer which can be used to aerosolize medicants for nasal inhalation 
(Figure 4 and column 6, line 7 through column 8, line 54 in particular). The '795 patent further teaches 
that said nebulizer is suitable for use with viscous or sticky substances (column 8, lines 34-37 in 
particular). It would have been prima facie obvious to one of ordinary skill in the art at the time the 
invention was made to use the nebulizer taught by the '795 patent to administer the anti-C5a antibodies 
taught by Drouin. One would have been motivated with a reasonable expectation of success to administer 
the antibodies directly to the respiratory mucosa, which is often the first line of encounter of an immune 
system with pathogenic organisms and by the teachings of the '795 patent that the nebulizer is usable with 
sticky substances, which a common property of proteinaceous solutions." 

Applicant has merely stated that the '795 patent does not correct the deficiencies in Drouin and 
Applicant has not provided further argument regarding the '795 patent. Accordingly, this ground of 
rejection stands as previously stated in light of the further explanation provided in section 6 supra. 



Conclusion 

8. No claim is allowed. 

9. This is a RCE of applicant's earlier Application No. 10/655,861. All claims are drawn to the 
same invention claimed in the earlier application and could have been finally rejected on the grounds and 
art of record in the next Office action if they had been entered in the earlier application. Accordingly, 
THIS ACTION IS MADE FINAL even though it is a first action in this case. See MPEP § 706.07(b). 
Applicant is reminded of the extension of time policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE MONTHS from 
the mailing date of this action. In the event a first reply is filed within TWO MONTHS of the mailing 
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date of this final action and the advisory action is not mailed until after the end of the THREE-MONTH 
shortened statutory period, then the shortened statutory period will expire on the date the advisory action 
is mailed, and any extension fee pursuant to 37 CFR 1.136(a) will be calculated from the mailing date of 
the advisory action. In no, however, event will the statutory period for reply expire later than SIX 
MONTHS from the mailing date of this final action. 

10. Any inquiry concerning this communication or earlier communications from the examiner should 
be directed to F. Pierre VanderVegt whose telephone number is (571)272-0852. The examiner can 
normally be reached on M-F 9:00-5:30. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's supervisor, 
Eileen O'Hara can be reached on (571) 272-0878. The fax phone number for the organization where this 
application or proceeding is assigned is (571) 273-8300. 

Information regarding the status of an application may be obtained from the Patent Application 
Information Retrieval (PAIR) system. Status information for published applications may be obtained 
from either Private PAIR or Public PAIR. Status information for unpublished applications is available 
through Private PAIR only. For more information about the PAIR system, see http://pair- 
direct.uspto.gov. Should you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a USPTO Customer 
Service Representative or access to the automated information system, call 800-786-9199 (IN USA OR 
CANADA) or 571-272-1000. 

F. Pierre VanderVegt, Ph.D. /PV/ 
Patent Examiner 
March 17, 2009 



/Eileen B. O'Hara/ 
Supervisory Patent Examiner 
Art Unit 1644 



